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mm* 



10 jt-TS^fttt. fclS-WMMBW 57-118512 4t**«U #WBS 5 7 - 1 5 0 6 
0 9 ^#^^^#^6 - 1 4 5 0 4 6-94^R^a:fcaa«$nTVaS 0 

15 mW-1 1 -2 6 9 0 9 4^&m^) 7&t^rffl^a&^>Cli^e>tlTV^o 

#P§¥ 7-9 7 3 3 4-3$**fc:tt, Q-mmftL^?^ \**Ut\* J t<Dm.£&mi3)l' 

20 c©^teio««*nfc»*«aart«ife2**«r*ifc*BWi:-rs- 
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(1) mmvufe ; 

T?^^miH (i) mm.<D^m-, 

(4) 3eS?£14^R£>*<j i. 5 ^n&^jhose^fejiigs^^r-arbfes n 

?&<D*&gg£iS$ 3 0 0 0 c p ; 
(6) ^SIg^K^Sffite^^HT?*SWffS (1), (4) i&W: <5) sa 

mourn ; 

15 ( 7 ) 14^ 77- J 5 LH-RH ^S^T & 5 S9f B ( 6 ) gB**C9>*j£ ; 

(8) LH-RH 

5-oxo-Pro-His-Trp-Ser-Tyr-Y-Leu-Arg-Pro-Z 

CiS 1 ^ Y V£ DLeu, DAla> DTrp, DSer(tBu), D2Nal DHis (ImBzl) Sr^b, Z 

« NH-CjHs^fefi Gly-NH,Sr^-r.] T^£ns*fr&4tn?*.&i81B (7) fBi*©3r 
20 ?£ ; 

IB (1)> (4) (5) iB*fc<D;fr*£; 

do) &mmmwnizttTzmi£frtei&mcDm&m 1. 6 5~^3frt;K?£>-5 

WIS (1), (4) Sfcte (5) ia*o^j*; 
25 (11) m&mmWt-Z&ZMm UK (4) (5) fBigfcO^fc; 

(12) *«liK*«JllffJ»K-T?*St&IE (11) iam©^}4; 

(13) f&jmd*mi'?&&tftflB (12) mm.<D^m •, 

(14) ^^f*g^^?tt5j?UT— ^a- t KD^rv-^;^>^M^-#:-CfeSt9IB 
(1). (4) (5) f3$fcOD#fe; 
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ib (i4) mm<Djj& ; 

(i6) mm-pv n-jntt^oMt^u u—)im<Digif& : E)Wk& ioo 

2*0 — 5 0*f5 0-T?ab^>Hiff2 (1 5) |S«c(D^ ; 

5 d7) mM- f^ya — ;nfca < &fr©w* t^j3 — jwfc©*jfc i E;wt)&* ioo 

^OT^SMIB (1 6) mm<Dtt ; 

(18) ?L&- ^ U n -JHEi^0ii¥^^l* { 5000-50000 x- 
&£iiu*iB (15) lBifc©#i£; 

(19) $Lm-tfV 3 -MI^©li¥^^t* 5 1 7000 — 30000 
10 T-&£t&f3 (15) fBm©^fe; 

(2 0) 'J V-Mi?^^! 5 0 0 0OT©l^Mfi^ 

ft 5 mm%&TF~<:$>Z>. 15000—50000 ©^SgS^flcT? 

25^MIB (1) fEHfc©>Si£ ; 

(2 i). ^#rt^tt#u^— ©*»*;p#*^;i«*30«'&<*t©¥ffiKS (^ 

15 ^A) &fcD3&20— lOOOMmol 9U=£)V) ©^-^^3-^11^^ 
S-SMIB (1) tEmcD^m ; 

(22) feflcrt^Wtt*u^— 

ij$0.1~i® 5#HE;VTNfc£tr&IB (1) e*CD2Ftt : 

(23) &ttft£MM£#U "7— ©»*W*a«, *?Si$t5:©W8li£8££Jfl 
20 -e$)^MI3 (1), (4) (5) IBifc©^ ; 

(2 4) zkJ*»-fe<o^r«l»ifllE^^Da^^>*c**«rflB (2 3) 

(25) fi-&»#«3— *to*s*he (i). (4) (5).aa«o^ 

(2 6) fc«-&snfc*3&«xv;w>'3>T?3bs«9«B (2 5) §Bm©;£?£ ; 
25 (2 7) lYJk>3 >*«f/0i!T?*5Sllfi (2 6) 83*©^*; 

(2 8) w/0XT;w^g>©lJ-'rX*«IR*BT?*Si»1E (2 7) S3«©#Sfc; 
<2 9) fi^»©ft**«**ftjft*r*«t»ia (1) ««i©^ffi ; 

(30) 7K^tt»©^7MatcsajEWiii*Bi©*»«[*fflv^twraB (2 9) ism© 
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(3 1) ISiEi®^J^-7>- 1 — ;UT?^^>.MIB (3 0) %Zm.(Dl5& ; 

(32) &fomifmo<DMm*m%L=p'c&2>Wim a) tB«fc<D^j£; 

(3 3) m&^^-f ^0X"7aiT35^V^*-7-r^D^y-fe:;U-^^?>tgfB (3 2) 

5 (34) i) *kmm&wm&£zfi2) 7kmmizttL>xi® o. i~hss 20 mm%<o^ 
(35) 7kmm&> ±wm&wm£M&rcii3Mm£<Dm.&m^~cn*>n2>*mm 

T?fe-5Mfa (3 4) IB«©^fe; 

10 (3 6) mm (1) ia«c<D^^ffivixsei3t$nfe^4fe#m^ ; &&zt 
& e & mm -r & <d t? & & . 

15 ElMOtW^lft^ 

1 2 -crn^b^ w/o xt;v^ 3 xot^^-r^KT^s. tibo 

20 iz. SI^/^l^MtflU^ 1.6, 1.8, 2.3^3^1X2.8 <DM&^T*. 

W>L«, 4Sfitt^fH*WSL<, ^iH)3 0 0~»4 0 > 0 0 0, 
t<«^4 0 0~^3 0, 0 0 0> $P.[:^b<^5 0 0~^2 0, 0 0 0 
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Vn^mzttLT. mo. 0 0 1-^5 011%, #£U<Ki£jO. 0 2-154 0 

mm%. io$f*b<«*5o. i~^3oii%> ^e.^*b<«*?jo. i~ 

^2 4SS%, St)^b<^5~$«l2 4ll%-Cfe5. 

io Kfiustt^Fttm «t#»j«*;wE>iftai*^ : E> (lh 

-rh), <i>M>, y^hx^fx ^*;p^e>, A-ft^^E^tttu^;^ 

-/•y-f h*"l»*;WE;^ ^«j»afc;i^>JftttiJtiv«/*> (trh), *Fttj*JW*#;w 
15 ;p-> h — >, #X h U l^>\ A>£7 w^-tf-f 5 >, n U~>x h=^n>, 

77'J X^H^^-T >^ ^a^MUX^ >> his>. U-T ^-fXf>, 
IM*^^ WWA'JX NftftttB?, jfiL^JKB^ fflMBEB?-* n 

25 4 , 0 8 6 , 2 1 9^, 1^14, 1 24,5 7 7§, m%£4, 2 5 3,9 9 7§, IH^ 
4, 3 1 7, 8 1 5-WH!) d^Vi&nS. 

hX^^>, VVhX^>f5f##:(*ffl^8l4, 0 8 7,3 9 0^, I^Ht4, 0 
9 3,5 7 4-ff, |fgjfS4, 100,11 7 -*t, ^114, 2 5 3,9 9 8"^#B8), 
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2*;wE>, yn^^>, if^iut^Rv (acth), *^yiH' hmm 

*;HE> (MS H), WJK^l/qE^ffiTtUl/^^ C(Pyr)Glu-His-ProNH2 (Dm 

WBS5 0- 1 2 1 2 7 3-Jt, #H§Hg5 2- 1 1 6 4 6 5*t£^#H8), ¥^f"JSt 
5 3)^E> (TSH), i*#Jg/£#;i' ; E> (LH), mmmWL^)U : E> (FSH), A 

4#^5^6 76~691H(197 8)]#BS}, t^-> *J^> h " >, 

gij^^M^;v^E>, # ^7hu>, ii^i/^>, /t>^i/^-tf-r$>, 

ni^>xh^->, T>> 5 ^>-», hhM7^h-y>, fcihM^terf^ 
10 KhntfXHCG), X>^r^T'J>, X>^r^ r U >ff## C*H#fFgS4 . 

277,39 4^-, B—uy/v&wmmtemms 1 5 6 7*&*#j«). x>f;p 
^^>, *a*y h)^^ >, ^c>^~y3Luym cm. am, 0m, ri^), -y 

>?-u-13r>m Ms I, II. Ill ^7hi/ >, -tH* t^if>, U- 
-iM^^AUX MtittttHT- (THF), WlfilS^ (FTS) 
15 fei^OSfift GKHttfftM, 2 2 9,4 3 8 ■*§■#{!), ^«fc^©te©fl^Jiaa 
^ C^<DJ5&tf>#., il2 5#, |gl 0-^, 8 3 5-8 4 31(1 9 8 3^)3, ffi 

mmem^ (tnf), nn--i?gBf (csf), =e^v>, ^yjuy^O, 

x/t^^^ — if, *mj^k>, t^^>xp, wm^m^r, mmmmm^, 

20 #M^SB^, ifo.i£^0B^<Z>SflVIII B^, fglXg^, Sft'J^-A, 

po), x>Hir«j ^tffflzm&wrz^yT-Fm o— n>>/\°#m^M^4 3 6 

1 8 9-^, ^4 5 7 1 9 5-*t, H&4 9 6 4 5 2-^, 4#|H!¥3 - 9 4 6 9 2^, 
|^3-1 3 0 2 9 9f^i#i) ^^fflV^n^.. 

25 utriBfctM^RItuxte, 7u*'vc>>>, ;*vhi^iz-K r??-y?^>> 

>D, -T<hT-f-»C, ^lf>y^X^>, ?55mt*>^U^^>, fWJV 
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U^>, ^'J I : C, #UA:U, # U I C L Cfcii&m^ZftZ. 
ntmtn^mizVX^ Mpltttf S^27~>>, #*>K^-r^ 

5 £U>, iSIH^>Wi"J>, 7>fcf>"J>, tf^^S/U>, 5 L ^;P>' I J>, 
t77D^>, t7 7 0U5?>, t7*f7A, t7XDi?>, t7^y=lr>'A > 

->A. ^tr-^^>A, ^x^-y"T->>, x;i/^7ifi>>, 7X7WA^:t* 

io MffccDmm, mm, m^m^v^t, w^vm x)uw>, y^y^±A 

s»^JtU-rt4, ^n;^DYi;>, y°ut7U)i^?z?>, hU7D^7^>, 
25 tftS^ffllfcUTW:, -fS77S>, ^DS^S^ y^F~>^U>, BS^^ 

^5>, ith'j^i/t5>, 
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3£u>Sdi:bTteU h7>^Mt^y*>7 7- ^ u— )V, 75/7 

^MM^JibTH 7"D7*7/-;i', 7)V^V/n-)V, ^xfD-JK 



#®jR*qii!i^Jtux«, (®ie^wt;^;w) 75;w>t7,7*77*>' 

25 ttJfc£jWBV> 6*1-5. 

UlW^ttlfel^ltbX^, jfoWfr^ftJX^CK H CiMX^ (Science) Sf£ 
2 2 1#7 1 91 (1 9 8 3^) #J8T), 77^»J > (H-U y KWIfr'&M'mZ 2 

519 9^<ckmmm), 7^a— o— uy/mm±m$£s 5 7 0 6 1 

-ft, ^3 5 9 0 3 6-^, Hgjfl3 8 6 6 6 7#, mf&4 1 5 2 9 4^*M*HB) 
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^srtiKfe ^arai, nmmmm.. 
h - r H«s«n?* z BL&mTzm&temmt£ a tc^#j& l h - r umm& %m v> 

10 

LH-RHii#0*^tlTH MJ-r-*>h -XX Gn 

RH 7±uif : T>H /V-X^^f :/ (Treatment wi th 

GnRH analogs: Controversies and perspectives) [AJl/ir-y> /V?Vyis>{f 
if)i>—-7 (.W) (The Parthenon Publishing Group Ltd.) fgfr 1996 ^3 > 3 
15 - 5 0 3 1 6 5#4*«, &m¥-3- 1 01695 1^7-973 3 4*%&£Tf 

1^8-25946 o^'&mfcEfctzifcznT^z^T-FM&m^znz. 

LH-RH@|##tL.Xli> LH-RHTJ-XhSfcttLH-RHT^^ 
— X h^Vs&n-S^ LH-RHT>^3*-^ hiUTH 0H*.Hk — ASSt CD 
X-D2Na 1 -D4C lPhe-D3Pa 1 -Se r-A-B-Leu-C-P r o-DAl aNH 2 
20 (5£tK Xte N(4H 2 -furoyl)Gly l£Tctei NAc Att NMeTyr, Tyr, Aph(Atz), 
NMeAph(Atz)^e>^^^l ; 5^^^> B IS. DLys (Nic) » DCiU DLys (AzaglyNicK 
DLys(AzaglyFur), DhArg(Et 2 K DAph (Atz)*5<fctX DhCi £>jttef*l-5^*S:* C 
fc£Lys(Nisp) 4 Arg*fe«hArg(Et l )&^-n^n^-TD ■WfrSn*-'*:/^ T 
Al/'J>^X, 5rrffV'Jy^X, T^W'Jyi'^ <yi/'Jy^, 3r)V>$> 

#^-7^ HttO LH-RH 7>^=f— X h £ Lttt, W0 95/28405 *t£tf8 (# 
|§¥ 8-295693 *t) , 10 97/14697 ^tem V&ffl^ 9-169767 #) % WO 97/14682 
(#IP?¥ 9-169735 -*t) , WO 96/24597 (^^ 9-169768-^) » ^ 

r m 
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3-(N-Benzyl-N-methylajninomethyl) 4, 7-dihydro-5-isobutyryl-7- (2, 6-dif luoro 
benzy 1 ) -2- [4- [ (1-hydroxycyc 1 opropy 1) carbony I ami no] pheny 1 ] -4-oxo t h i eno [2, 
3-b] pyridine ^j^fBmbfc WO 00/00493 #£t?S^X/ tf U S.i?>%kfc'£Wms 
5- (N-benzyl-N-me thy laminomethy 1) -1- (2, 6-di f luorobenzy I) -6- [4- (3-methoxyu 
5 re i do) pheny 1] -3-pheny 1 th i eno [2, 3-d] pyr imi d ine-2, 4 OH, 3H) -d i one ^FJ £rlE*£ 
V ft WO 00/56739 

5-[(3, 5, 5, 8,8-pentamethyl-5, 6, 7, 8-tetrahydro-2-naphthalenyl)methyl]-N-(2 
,4, 6-trimethoxyphenyl)-2-furamide (T* U ^Sf^(AACR), 2002.4. 6-10) & 

10 LH-RH Trf-^ h<hbTteU — flS5£ CII) 

5-oxo-Pro-His-Trp-Ser-Tyr-Y-Leu-Arg-Pro-Z 

YteDLeu, DAI a, DTrp, DSer(tBu), D2Nal cfeit^DHis (ImBzl) 

Z fc£ NH-CA Sfcte Gly-NH 2 ^tl^n^T) -C^b$*a53=S?£i4 
^^F^af^fflV^nS., Y£*DLeuT% Z NH-C,H S "Tfcb-S^:/:^ H ^ 

15 (ip-fe. 5-oxo-Pro-His-Trp-Ser-Tyr-DLeu-Leu-Arg-Pro-NH-C 2 H 5 T?^ 

20 (1) ^-fel^U XBuserelin) 



OfcS^fFN o . 4, 0 2 4, 2 4 8, F-f y#BWIS 2 4 3 8 3 5 2 ^gSBS 
»5 1-4 1 3 5 9-*§0 , 
(2) hU^M/UXTriptorelin) 



C(CH 3 ) 3 




CH 2 

CO-His-Trp-Ser-TyT-NH-CH-CO-Leu-Arg-Pro-NH-CH 2 -CH 3 
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CT "CO-His-Trp-Ser-Tyr-Trp-Leu-Arg-Pro-Gly-NH 2 
H 

mmwmm4 01012 5-^, wmms 2-3107 3-^) , 

(3) t77l/U XNafarelin) 



N 
H 



CO-His^Trp-Ser-Tyr-NH-CH-CO-Leu-Arg-Pro-Gly-NH 2 




(*i^Hl42 345 7 1f, mmSS5 5 - 1 6 4 6 6 3-Sf, IWJHS 6 3 - 2 6 
44 9 8§, mBB6 4- 2 5 7 9 4#) , 
(4) fc* hHJ XHistrelin) 



N= 



N-CH 2 O 



CH 2 



N 
H 



CO-His^Trp-Ser-Tyr-NH-CH-CO-Leu-Arg-Pro-NH-CH 2 -CH 3 



(5) T^nl/U XDeslorelin) 




O^^^^/^CO-His-Trp-Ser-Tyr-Trp-Leu-Arg-Pro-NH-CHa-CHa-NHa 
H 

(Xmftmmi 5 6 9 9 6 7§, |H4218439^) , 
(6) ;*^1/U XMeterelin) 
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12 



A3, 



N CO-His-Trp-Ser-Tyr-NH-CH-CO-Leu-Arg-Pro-NH-CH 2 -CH 3 

CH 3 




(PCT WO 9 1/18 0 16) , 
( 7 ) =f ^- K V U > (Gonadre 1 i n) 




0^\ N ^ CO-His-Trp-Ser-Tyr-Gly-Leu-Arg-Pro-Gly-NH 2 
H 

5 (^^12 2 1 3 7 3 7^) , 
(8) zf-tV-U XGoserelin) 

C(CH 3 ) 3 

O 

I 

CH 2 



©^^-(^-^CO-His-Trp-Ser-Tyr-NH-CH-CO-Leu-Arg-Pro-NH-NH-CO-NHa 
H 

(^S#i^4 1 00 2 74§, 4#$1BB5 2- 1 3 6 1 7 2*f) 
(9) I/'>V'J> (Lecirelin) 




O^^^n^ CO-His-Trp-Ser-Tyr-D-(3-CH 3 )Val— Leu-Arg-Pro-NH-C 2 H 5 
10 H 

C^;^>-#fF^ 897455 #S?B8 59-59654 -*§0 $fc«-en?.<Z)fifti: 

15 N(4H 2 -furoyl)Gly : N-rh7kh'07a'f;^'J>'>lS 
NAc : N-T-fe^;WS 

D2Na 1 : D-3- (2-^ 7 W 7 5- 



WO 2004/000363 



13 



PCT/JP2003/0079S0 



10 



15 



20 



25 



D-3- (4-^ n a) 7 x. 
D-3- (3-tf >J T^n >m& 

K-[5 , -(3 , -T5y-l , H-l , .2 , .4'-hU7'»/U;W]73i= 
N-y3^-[5' -(3' -75 y-l'H-1', 2' ,4'-MJ 7 , /'j;W] 
D- (e-N-— 3 5=- 7 -f ; I/) U 

D-(N, n' -^x^Wtf^y/Wfc 
D-N- [5* - (3* -T 7 -1 ' H-l ' , 2" , 4* - h U 7 \T U Jl/) ] 

(e-N— r v tr;w u -»^* 

(N, N' -z?3^)V) )v*r—>mm 
^©#75 ■fr^t?**-r««^, IUPAC-IUB □5y>3>- • 

A -f ^" £r 5 # )V ' y — y 1/ — a. 7 — (Commission on Biochemical 
Nomenc 1 ature) (3-D fcf 7 > • -V — • Jr? • AW 5 X h U — (European 
Journal of Biochemistry) Sg 138 9 ~ 3 7K (1984 *£) iz&zm^&fctem. 

©fcSjfcwaufc&^tr*«» fccktf rTK^Mfc^bx^ o. 20 m-mvm 



D4ClPhe 
D3Pal 
NMeTyr 
Aph(Atz) 

NMeAph (Atz) 

DLys(Nic) 
Dcit 

DLys(AzaglyNic) 
DLys (AzaglyFur) 
DhArg(Et 2 ) 
DAph(Atz) 

DhCi 

Lys(Nisp) 
hArg(Et,) 
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fllU 9^ A. 7jc^fb^7 U ^A, TfcP^t^ h U ^A^O^KfffteT;^ U&Jj§^ ; Wt 

15 mtm ; mm± h u "j7A> u t7A, h u v&mn&mni&m. 

ta, i^'J^AXb^F, U^A-tert-^h^K, ^HJ^A^h 

20 ©^I7xy^> Km : mwtr h U «>A> .TO^7 u ^A^oft&wJi; ; n-:/^ 

iX^t h^^X p-hU;Wt H^>>>^cDt h*7^>« ; 75y>i ; Tfc&fb 
mET> : E— ^A^ ; ^.^Tfx-^Ait^m ; hV*7-)l7S.>> b UX?JI/75 

<te#9 0. 1-H$6.0T?&*K J; O^f^ b < 1.0-^6. 0^a&t7> 
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<\tm 3. s^me.ox&z. 
^SfcKfcfcwr, m& rmttS*j its 4Iffittfefti4bTt$fcfits 

m-C7K^m\z^i±htbx^^<s i* *>lztkWl£&®n<DWtiktcltmMti<Di&& 

5 £zts ^fttten&vt<zm&rsz\,tmm&7kmmiz^&v*b-z*>£\,* 0 

z.(D£? \z*5sw xm ^ <=> n& ^sfgit^K « ^e-ti e m-v $> ■=> x %> » ^a^w 

mmwt mm<Dmmmt*>vrrz>) mm. mmks m.m mm, mm. *v 
io wtm)s mmm smmvmmwtt^mr?*) <«, =i/\^g^ s^m> ^atf^->m. 
i>'j7;wa^§) ts.Em.t(Dm&m^z>nz>. tt4ijStt«m*«LHRHii 

15 mm^^m-r^) (Ms thu^A, ^u^a^ot^u&jsi, *;u->^a, 

i*4S« 1 "EJVlzMVXs mi.5 ^W&SUiflUflTS £ £ U < fcfc^ 1. 5 
^;l^_k*«j 5 fgtJV6lTT$ D,iDfftb< te*«J 1 . 65 ffireJH5U:» 3 m^JV 
25 ^TT$5„ 

^mm\z^x TtK^j lc*fT£ r^^^fi^sj <D^ffiS (11%) 
"OS0. 1~&J20%#W£L.<, ct0$f^b<«*tJ.l~*«J15%^ ^e>t^*L<« 

■ *«j3~*5 io%-e&£>„ 
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=^>-3-*^;H&®^ 2-tb'n+i/*yo>i > 2-kFn^wV*yn 
2-t^D^^iJ , a - 1 F n^p^^^zia^ 

TPVJvm^x^jutim&Ls^. -zBiz. mmm-^v x.^^-j^mzttf^v^ 
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;Pmm-&* <£TF, #'J (7^fh'-co-^U3U H) . ^'J (»-co- 
£ U ;WKx>WV) aaWtLVi. ££>fc$?£b<ki:, Ml-if'j3-;ntt 

io 

Jfcjfc (^E;P%) 1110 0/0~lil40/6 0*W^b<. 1 0 0/0—3$ 5 0/ 
tfttm-vf >7Ut)~7 J t)V<DWi&. mWLlk&l 0 o/OXfc&fLM-g^fciffiicb 

20 <m^znz>o 

S&ffcJtkt, D— ffc/L—ft: <=E)V/^)\/%) ^7 5/2 5-152 5/7 50 

4 0— &J3 0/7 0(D|gfflO%><D^tllffl$tl^. 
25 r«.»-^U3— ©MHySdfrMtt* 1530 0 0-15 

1 00 0 0 0, 2?£ b < 5 0 0 0 — #5 50000. ck b < 8 0 0 

0— *5 3 0 0 0 0, $t:i&$?i;U< teJ® 1 7 0 0 0—^3 0 0 0 OOfeO^fflV^ 
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nS«ftW4HF»**J:^«fcmtt» yjWffiS^D-7h^9^-f- (GPC) X 
l/>£S«g i IT W- 5X-^3>^07h^77^- (GPC) X$J 

sfc, jnstt±t»aGPcsi okv— <«o« ; hlc-8 i 2 0 

GPC) Xfrt^ #^AteSuperH4000X 2 RCK SuperH2000 ({Binfe^V— (ttOfi) 
^^ffiL; ^HrfBtUX^ t: Ko^9>SrdS3lO. 6mL/min Ttefflbfco f£ti« 

^11 (^A) Jfc£:93ffi3?i?SJ2 0~i®l 0 0 0 #mol (^^pu^M rtWlfc 

v<. £e>te:te&j4 o~^3 o o mdioi (-^-f ^P^e^) 

:®-&fc:^>V>Xfce^S£> #D?LK Wmg^5Nii/7-feh-hU^ (v/v 
= 4/9 6) IJK2mIf:»> 0. 0 1M o h D7x- ;Wt H 7 5?> 
20 lit (ONPH) (SNM/TthnhiJ^/X:?;-^!. 02/ 

35/15) 2mlt0. 15M l-X^-3- (3-^W5;7;d 

tr;» -tuwsss^sFmmmm (tfU->*>/x^y-;v=4v/9 6 v) 2 

m 1 mt40tT3 0^SlS^^^^^te"^^o 3gi$£zklfe (413) 
bfc&> 7thxbU)P2mlT^U 0. 5mo 1 / 1 OX^;-M*S 
25 ftA«J^»«lni 1 SrJ0^.T6 0*0X3 0?>SfS£-ar£>o SJ&?l££ 1. 5 NtK 
Bfcffc?- h U ^A*^T?^LT Ym 1 tU 1 . 5 NTKR-fb^" h 'J >^A7jc^ 
^ttlT5 4 4nmi^gA (/cm) fcaUTT*. — 2T, D L -¥Lm*ig 
$££SgM&St£bX, *<OiWII*;V#*^a6« Cmo 1 /LSrTJWTJ'JTO 
X^J6, ^ONPH5^)Hb»TDL-A«k K^^KtLfciit© 5 4 4 n 



• 
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m$tftm& B (/cm) L-t2>£&> M^(Dm^m& (^A) &*:D<Dig 
[COOH] (mol/g) = (AYC) / (WB) 

KlfcdcSNte- (#1BS6 1- 2 8 5 2 1#) SS^^^^Ft^'Jn'JF^O 
Mt^X^^Wb-n^J^ £> 0!>ftM&£JB VifcH^a-a- (Encyclopedic Handbook of 
Biomaterials and Bioengineer ing Part A: Materials, Volume 2, Marcel Dekker, 
Inc. 1995 ) ) T?MafiT?*«. «WB©^ftI©BBSRa^fl5Kl«fc-3T#6ns 

EP-A- 0 8 3 9 5 2 5 -^fclB^©^^^^^^^ H SMS®* 
20 *D<D$aiS?£ (^J^-i^M^TKa^^, #HHH 61-28521 ^S8#M) 

<t ra# © m * «^ n » c 2p d \z «t o » it -c * s . 

25 fSfcRBJSSnfcV^ ®S-a*^^S 5 0 0 0 ^TcDS€r#^-*S^ 

$510 m»%^T, £f £ b < Kli^^^i 5 0 0 0 ^TcDM-&#:^«^ 

^BjcoaM^coma^^s^a^ 15000-50000, 

2?£b<fctl 5000 — 40000, «kb$?£b<te:l 7 0 0 0-3 0 0 0 01? 
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#*£-efii§rbfc&©xfc<fc<. ^omm^mfr^mizmi?; 1 5000-5000 

0 0, ft?$ZV<\$2 0000-100 0-0 0~Tr&Z>o l^©i^ibTtt, 

##£1±T 7 ^ ^ H *BBHia-&* j a-«^(^J^.«#m : BIIR^H WOOO/35990 » 
10 ^CD^^^^K(Clinl^TT?M^^inbX0BSS'&$-lir^^ I. Med. 

Chem, 16, 897<1973)^), ^tf7^f H 3 U H i £^S£-£-fr32m^ 

25 m-^^l/>, p-*~>l^>^©7f#^ifctezM?> «*lifh5bHP77>9 

m^^m^mw^mm.vTn ? z\ tat-*?**. 
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m-m-rzTkomte. &fr=?mmmm&mzttisTmi%m o . o o 1 ~m 1 mm 
io tiQ7kftffiBijfcmm3., muzm o isot, $? £ u < » & 2 0 8 0 •c-e 

M©iTO^H 1 i&y;i// , s-s x-> g >^o7h^7^- (gpc) 
kj:d»ij£u mm^mttmi 5 0 0 o~*<j5 0000. &$ll><\*mh 5 0 

0 0~S$4 0 0 0 0, cfc90:£L<fcM$l 7 0 0 0 ~*<J 3 0 0 0 Ot^oT^S 
^Oi^^SfL^a^^^-r^^tC, tl¥^7i 15000-500 
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0 0, JftL<lil 5 0 0 0~4 0 0 0 0, «fc 0#?£b<fci:l 7 0 0 0 — 3 0 0 

o o©?Lisi^«5i o~3§5 owt %mMV~c^2>%<Dm&m^*>nz> 0 
^(D^ic^ux®^*«j 0 . 1 100 mas, b < rasa 1 1 0 tea 

15 SS^J- 2 0~*<J6 0*C, £?£b<te£j0~#)4 0t; 

-e&D, jn7k^«?^)EK^W^cDM*«®^o~^4 ot\ $f^u<fi*«ji 

O-il5 3 0 , CTJ6S. 

20 ts^fe, ^^unTK^^^j^^^t— m\z$a?L2>-%&, Tgwimm* 
m7kfrffi±&^mmmwzmT-rz>jj&mtim^ e»n^>. 

-hn-fejl/n— i*vw>^^l^ x5^>tfx;V71z^— 
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5 fc«fcW 

(1) XttftttftRI 

T;W^5>, if^>, ^x>&, U-U^WR, x9=-»5>75>BHIH»^-h 

10 

(2) iiSttWtfctt^©!©^^ *«W4fc«^;fc«)©pHlflB9B 

(3) ^si«tt<»R*fctt-t©«[©sfc3eYb#j 

(4) ##3J 
(I) 

S) ©«5ftoiKfc«ffirs»^tt*3Ki»tt©^a»i8E"t?*0, iMl2 
0 *CErFT?* -5 d * V 
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s.^T^py WbtfMfcaKJ&J&Wf: \^<.mz~J>7UU** >/Wjg-C& £ . 

10 -^»t^0.5~ii?j7 0ll%> «kD$f*L/<«^l~ifS6 Oli%> 

fcfcs$3te, — ft8:i$t;Lte*S0. 0 0%(v/vK & Vfi-mV<UmO. 0 

0 % (v/v) , b < Kbft 0 . 1 ~m 3 0% (v/v) *i 

15 ^z^mm^nn. mzmmi^rc^^izmm^mmnmm(Dmi.5m^:Ju&. 

20 ilffittM * fcte^ ©*©»ain«*tt— Jttft) 0 . OOlmg /m 1 ~ 

»10g/ml, J;D« 1 *b<«*<J0. img/m 1 ~ifi5 g/m 1 TMtjflr* 
V<\2ffil Omg/ni 1 ~*«J3 g/m 1 

25 oTU<. «bT#£>nfc7j^i££ft7jc>ra<h^T£>. 
;£i£-T?¥Ufc; U , w/o x^r Ji/ a > SrJUjefc $ i§r -g> o 
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^J2^1 OOf, «fcf9^*U<«*?j3~^3 0ra5. 
5 #5*1*1 W/0 XTJl^a >©*fi«fgffl«— flSWKKfc® 1 2 2 5 tT, *3 1 
0~i{$10, 0 0 0 cp~C> jfftb<«il9l0 0~il?l5, 0 00 cpTife>), J: 
O0?Sb<fcti®2 0 0~iS$3, OOOcp-T&O. ££tC$<?£L< te*S3 0 0~ 
if§2, 0 0 0 c p 

*m%-J5&* nmmzmm-r^m^ w/o xT;w^3>o*sm*6ia«— fls^fc 

10 teffil 2~m2 5*0-??, 483, 0 0 0 cpTOWtb<. i(3»*l<tt*?l2 > 

0 0 0 c p&T*t?abD* b<rau »3 0 0~i&2, OOOc p-e&s. 

15 irnmmvm 1 1 o , o o om. «k«9»*u<^5^~^5, ooo§, 

^6fc»*U<«J»l 0^~*92, OOOfg, ^fc^^b<«*92 0te~*?J5 0 

20 7-t>ttfffiffi^J (*W>»^"hU^A, 7T7U>lthU^A. 7^ 
UiHWth'JfAfta, ^-f*>ttlMB«tta« (^U^->X^l/>V;i/tf^ 
^IlllSilXf^ C!V-f — XTween)80, iy-f — XTween) 60, T h 
4fc3, ^U^^X^lx>f7->fftg|^ft: (HCO-60, HC0-50, B^S^^XD 

iBO. 0 l~m Ofi«%(DfgfflT?, £ 6 £ b < te&J 0 . 0 5-15 511% 
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mm. —mm. * u =f»* wjsy ^gt^ ^ c ©stsss#:& £jwb u&n 
Jk v;nn — )v, X)v^y-)vm(Dftm7)i>n—)\,mtfiZtfim^z>tiz>. tafr 

mmommm. —mm^^zs^tv^m^mm^tw^ m^. i/ju^s. 
mmmm^m^-r^m t. uxa, e#^*o t«mc2p c z>u&& 
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z. <d «k 5 b x# & n& v -r ^ a * * Tftm b ^ 

10 

15 V>„ $?£b<te. fefriSSl 0~*?J2 01C(Z)#MiiS^#T. ^M^aE^atf-T 

a-r * o <t d * b < «t< ^ n # ^-fe;KD * ra^t^f ^ ^te^aft(*ja* * v> « 

20 ©*FlM7X^SMjfi*^ ,: f'riM7X^MS<fcl9^1 o c c^viami@ 

/7P^y-fe;ue^sm5ec7)jas{c3Sb^, m 2WMBi~*ai 6 sbsihk £?£b 
Kjpawe«^»tbxtt, ey^us. tsi&w, «E»«r, i*»ws:fcra3r;i'>*T? 
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cm n&®m 

^ku^T-^ t?ux7*:)\,ttmM-?z>m&\zvz, mm (i) ©*4»<a»t6 

co^TirJI^— >3>#J^£|Sfcfcb, «JEtt««. <ibb<te, WE (I) (i) 

(no mm&mm 

20 ^{c^ox^^n^y-fe^^iait-rs^fc^, hIjib (i) (Dfr^nmm 

25 mfcr* x?mm&& j:©i, MT?»nwr, Mia (i) (D^num^fR 
« t ra« <D7}m-T?m,& &fr -o rd$k \z ttffitt&HL $ 6 (c «jnm?£^i u t *> J; ^ > . 
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5-oxo-Pro-Hi s-Trp-Ser-Tyr-Y-Leu-Arg-Pro-Z 

fifc^Htfil 0 02*0 5 0*t5 0 <D 1 0 Ott 0OI-& 

^fe^jgtCfflV^tl, H?i^^l5 0 0 0 ^T©I^##f i*^ 5 11% 
afi^FJ^^^ai 5000~5000 0CD^&S-&#as$f£L-Vi„ 

*&WlZ&\,*T* 1) ^Mte^imSfc^MS^tTTK^t. 2) 

£ £ V < fetx^;!^ a w/0 ITS. £ , fOITjk> 3 >tf-f X**$fc 
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~f — > (Tween) 80, HC0-60 ^©#®^^J, t T )VU h U >>A, 

ynt?;wi^>ft:£), luteal (09, tftthU^A, v>- 

1^3 0 0/tm> £?£L< teij&O. 5~^1 5 0ymCD«ll, $^l:jfJL< 

'&M&m0zw<D&M&®.mmiz-?>- i — ^m^mMm^mna-r^m^, mm 
m<z>'£jfmfe&$iM±mzttVT* o ~~m 5 0 ss%, ^ u < itm 1 2 0 
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;pn-x&£), tttffigd latest -t^a-xgi^. 7^u;m^# 
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V3L^\s>p\)n-)\,m> ^nlfl/>^Un-;k Tk&tfjV&MiihTte. ftii 

MlA3fc0»0. 0 1mg-*5l0mg/kgMoii, £6K:$?SL< 
5mg~^5 Omg/k g^M(D$effi, £££$?2;lx<fcM$0. lmg~»3 0 

€? 5 a*, m X «. 3=S?£f£#ff * & f*t ©»fi« L H - R H $>Z>M&\Zte. 
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'&m^mm t. UTS \^z\t. mm-Q^iL^x stixv^c^ mib©^© 

-7>h (£?£b<«, U^L-^Ol/U >S^l{^(Dm, iO^KiiM'Ja 
MIH© LH-RH T^X* h^fe«T>^zf-^ b (£?3;L<teu "Ja-^Dl/U 

^<Di&ttm<Dm*<DmmzmMi,x&-¥Tz>z\£is'v&, *:<D&oi3.wm 

mm LH-RH Tzf-X h *fc«T>> =f~X h ^^T^^ttM^© 
&-5-Ste, 2*^50, LH-RH T=T-X h^fc«T>^zf-X h (^F*L<«, U 

LH-RH Tzf-X b$.*Lte7>*3zzX h ($f*L.<«. >J:x-ynH)> 

m^iaM^M^o (M* khvTW, 5yK ^-tNP, ty?, 
^v^i:)]^^^®^^^^ ^ LH-RH Tzf-X h^^c«T>^rf-x h ($? 
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bX. mo. 0 lmg te^hffil 0 Omg/kgffcM, #£b<te£j0 . 0 2mg 

&T5 Omg/kg#:M, 2£K:$f£b<«ij$lO. 0 5mg&t,>bii$2 Omg/kg#l 

*fc 0 LH-RH Tzf-^ h$fe«T>^rf~X h Ua-^ni/iJ> 

Omgt*, ^L<ttHi0.l!i^|$i2 0mgg^ «k DK?£ U < 0 . 1 jfe 
5mgfi«*ftT*5V>l4ttWrtCjS4tntfi^. 
LH-RH TrT-X K*&I47 h ($?*U<«, iJa-/Dl/U>tfc 

Ua— ^BUU^^tt-tCDift (ff*l/<BJHHUa-yni/U» 

ttrfHcD LH-RH Trfn^ h^fc«T>^rf — X h <£?£L< tt, 
5-oxo-Pro-His-Trp-Ser-Tyr-DLeu-Leu-Arg-Pro-NH-C 2 H s TiSn^^^Sfc 
i&tom. (.SIT. mz ru >Sjfc £s»T5*£-***.5) ) , 

^D^^Tfe^^, i^2^^^±fC*?fc^XLH-RH7^n7, h&"5V>taT 
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^T?^^>„ &#ta?©7M4fc££LTra, #l*.fc£, ^S^7K, ^ H •*»*»*©«© 
15 tii6^^tr^5i?e? (WAlt D-y;pt*l — ;k d-v>xi — ;k ^f(-^-h 

— ;w. ; *^r^->tt^iB»tt?Ri c«, ^uvM-h8o (tm) , hco-5 
o) u£hmmvTb£\,^ itttibTii ^teu if a^. 

MfaKSUteu MAfcf, <09*fc£ U>B8£|g®r?£, |»thiji> 
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DL-¥L^m^ (Ii¥^?i2 1, 9 0 0) 2 0 6. 6g^DO^ 

^>3 5 4. 8 g-vmmis?tmm&ffi3 ox:\zumvrc 0 u®m3 8i. 5g 

mo. 6 g £&®7f< 3 1. 7 5 g iZffiMVXffl 5 5 1: fciniS L fc*^ 

5^$^- sr^viT^bb wozutyj&mmisfz. m 

fcgtmi 0, 0 0 0 r pm) 0 <&V>X£<£> W/0 ¥LfcM&m 1 S'CdteJp^ 
1 8t:{CMPbX^Vvfeo. 1 % (w/w) i$V\i-)\,T)Vn-)V (EG- 4 0, 
B + 1 % V > - h -)V7kmm 2 5 U >.y h U H O M 

omic line flow mmmitm *m v^x-^^ u w/o/w m« 

<hLfe (^-tf>HIfe^7, 0 0 0 r pm. m^>y0^Jjs!l2 0 0 0 r p 

^xjS'M (h-6 0 0 s, Mit^sa) zm^-rmMmz^-c ? uxy 

^7 ^ffimVTzL (IhI^^J2, OOOrpm, SSS#?J6 0 0ml /m 
i n). ffiMZtlfr-Vf ? D77 3L7fe'PWL(DM 1 gyk\zmft®.V. 9 0 //m©^2p 
tftSrffi^XUifi&L-^gL h-;H8. 9g£§s;6nL, (TR I 

OMASTER, &mm&M) -e$im&.mVTMm (Y-f^DY-r^P7 7x7 
3*0 &Wrfco IIWcT-r^n^7i7CBfiiJa-7'nl^iJ^I(J 8.2%T 



DL-MI^ (fifi 5 F^?*2 1, 9 0 0) 1 5 1. 3 g^DD^ 
^>2 5 9. 9 g^WciI^3 0 'CfcriaggLZio COM3 7 3. 7 g 
£*t>I&D, ^U^-^ni/U>l 5. 5g£l6. 2g^i^ 

s&o. 6g^if 7 x3i. 7 stzmffi) \zmmv-zft)5 

m&v, (^mYbM) £ffl^x?ufc;L wo$um&mi$^fr (isi 
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lESfcSSlO. OOOrpm). H«2, 5, 8 ft'&\Z W/0 X srjUz/a & 

[*i] 









2ft 


798cp 


19.7"C 


5ft 


1440cp 


19.7X: 


8# 


2290cp 


18.9*0 



• sfcj£& w/o i7ji/»>3 >*m-sn, fUbisra 8 ^-e«^^^v^©o. 5 

0SLflrC fcWfiJbBIIH £fc * «fc 5 te^* o fc. 



DL-fL^M^ (li¥^»?l2 1. 9 0 0) 1 5 1. lgS^QD^ 
^>2 5 9. 8 gT?#j»Ufc«f«*»3 OICJCMIiUfeo C©»jft3 7 4. 6 g £ 
SDttO. ffS'Ja- ^Dl/'J >1 5. 5g§15. 9 gtf>^@7j<K:}££¥U-a$ 
5 5t^toMbfezKi§$t<£:@'&U, 5x=3f1f— (4$8lcttMfctl) £ffiwr¥UbU 
W/O^Sf^bfe (@IE*#&1 0, 0 0 0 r pm)„ $L4kmt&2, 4ft'&\ZW0 



[*2] 





mm 




2ft 


1870cp 


22. lO 


Aft 


4750cp 


19.9*C 



4#t w/o it;^>3 >©j^^d^_h#u^o ifflMBin^Trfrofc^Uftfll l £Jtt£ 

IT, W/O X^;i^3 >CD*fiS-h#*^^-C ! *ofeo 



1112 

WRiJa- :/dWJ> (^-g"*9 7. 4%. 0%) 0. 206 

1 g£gt&^©&fc-5Bf&7Ki$?&0. 2 116 DL-ttl^ 
(!iW?l2 1, 9 0 0) 1. 8 2g^nn^^>3. 15g« 
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5*)VjbMfa&W.&*>nr£. 1.8, 2.3, 2.8 fgt;i/i:li^-ftx7;^3>^#& 



10 mmvs.—^uuv> (iuti9 7. 4%, »g^i6. 0%) 0. 2gsi 
nmm&mtsL&mwtTkmtiio . 2 1 i 6g««?u ?u^yxi-;i/m^s-&# 

(1I¥W11 0 5 0 0) 1. 82g^OD/^>3. 15gTi«?L 

fc$§s££«san^ ^-t- y^xs ^-tj— -era 3 0 #fm#-t & jitfciDv/ox 



f^'Ja-ynViJ > «ti9 7. 4%, ^16. 0%) 0. 2 g £BE 
iW^^^t^O. 2 116 gtw^b, DL-MI^# (lt¥ 
20 WI1 4 5 0 0) 1. 82g^OD^^>3. 1 5 g "T^^Ufci&f&Sr 

1.3, 1.4 fg^K-ektiSrtB Zift7m<z>'ftffi&%&& ?>ftit. 

25 H^J5 

USS^Il-e^&^lfeV^^n^^air^l 1 Omg^O. 3m 1 <Dfrffi&<<0 . 
15mg©*;^^/fJVtJPn-X, O. 3mgO#iJVM-h8 0,'l 
5mg©7>-| — ;W£»#LfcaKfS*> t^-t!cUT7iaa^m^SD7>y hot 
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«3D 







3 


?^2$S : 
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